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Applicant's election with traverse of Group I, claims 1-18 and 21-29 in 
the reply filed on 7/17/06 is acknowledged. The traversal is on the grounds 
that there would not be a serious burden upon the examiner toe examine claims 
1-72 and in particular groups I-III. Groups I-III are stated to "all recite 
a chimeric polypeptide comprising a secretory signal sequence operably linked 
to a lysosomal polypeptide... [and that] the claims of Group I encompasses the 
same class and subclass as the claims of Group III". This is not found per- 
suasive because, although there is a common class and subclass between Groups 
I and III, there are several other classes and subclasses in group I and the 
method of group III is an additional method from the uses of group I, as out- 
lined in the restriction requirement. The reasons for the restriction re- 
quirement cited in the requirement are deemed valid and therefore the re- 
quirement is maintained. Reconsideration and withdrawal of the restriction 
requirement between groups I and III will considered after the allowability 
of Group I is found. However, applicants must comply with all the require- 
ments of MPEP § 821.04. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 19-20 and 30-72 are withdrawn from further consideration pur- 
suant to 37 CFR 1.142(b), as being drawn to a nonelected invention, there 
being no allowable generic or linking claim. Applicant timely traversed the 
restriction (election) requirement in the reply filed on 7/17/06. 

A review of the priority document (60/441,789) reveals that it only 
discloses human GAA enzyme with a deletion in the 3' region, corresponding to 
dependent claims 8-9. It apparently does not disclose the addition of a 
secretory signal sequence in place of residues 1-27 of SEQ ID N0:2. There- 
fore, the instant claims are deemed to have priority only to the filing date 
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of the instant application, 1/21/04, absent a convincing argument to the con- 
trary. 

Claims 21 and 26 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim 
the subject matter which applicant regards as the invention. 

Claims 21 and 26 are confusing in the recitation of "expressed to pro- 
duce", which should apparently be "expressing the nucleic acid to produce". 

Claim 21 is confusing in the recitation of "and the lysosomal polypep- 
tide secreted from the cell", which should apparently be "and secreting the 
lysosomal polypeptide from the cell" . 

Claim 26 is confusing in the recitation of "and the GAA polypeptide se- 
creted from the cultured cell, and collecting the GAA polypeptide secreted 
into the cell culture medium", which should apparently be "and secreting the 
chimeric polypeptide from the cultured cell, and collecting the chimeric pol- 
ypeptide secreted into the cell culture medium" . 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

Claims 1-18 and 21-29 are rejected under 35 U.S.C. 112, first para- 
graph, as failing to comply with the enablement requirement. The claim(s) 
contains subject matter which was not described in the specification in such 
a way as to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and/or use the invention. 
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The specification teaches that the erythropoietin, a- 1 -antitrypsin and 
Factor IX leader sequence, when cloned in place of residues 1-27 of SEQ ID 
NO:2, have increased secretion of hGAA (Table 3). In Table 2, "SP38" is sta- 
ted to be the source of SEQ ID NO: 5 leader sequence while in Table 3 the re- 
sults are given for "SP38.1". This is not the same thing and therefore it is 
maintained that there are no results given for the leader sequence of SEQ ID 
NO: 5. Claim 3 recites "prealbumin" as the source of one of the signal se- 
quences, whereas the specification recites "albumin", not "prealbumin" in 
Table 2 and page 80, line 28. In addition, neither "prealbumin" or "albumin" 
signal sequence is shown in Table 3 to cause increased secretion. 

Claim 9(b) is drawn to a nucleic acid wherein the "3' untranslated 
region is less than 2 00 nucleotides in length and comprises a segment that is 
heterologous to said GAA coding region" . The specification does not teach 
any and all such regions nor can the examiner even find one such embodiment 
that has been characterized as to the effect of the addition. 

It is maintained that the instant claims should be limited to what is 
taught in the specification, namely erythropoietin, oc-l-antitrypsin and 
Factor IX leader sequences replacing residues 1-27 of SEQ ID NO: 2. It is 
maintained that undue experimentation would be required to practice the 
invention within the scope of the instant claims. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis 

for all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the 
art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 
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Claims 1-18 and 21-29 are rejected under 35 U.S.C. 103(a) as being un- 
patentable over McCown, et al . (A) . The instant reference teaches that se- 
cretory signal peptides may be used to cause secretion of a heterologous pro- 
tein (abstract) . In Example 10 a fibronectin secretory signal sequence is 
fused to a green fluorescent protein (GFP) in an adeno-associate virus (AAV) 
and it found that the GFP was secreted into the media whereas the GFP without 
the secretory signal sequence had GFP throughout the cells. In Example 11 
and fibronectin secretory signal sequence fused to the galanin gene in an AAV 
system produced galanin in the media whereas the galanin gene without the se- 
cretory signal sequence did not have galanin secreted in the media. There- 
fore the reference teaches that if a secretory signal sequence is fused to a 
protein of interest, the protein will be secreted. 

It would have been obvious to one of ordinary skill in the art to fuse 
a secretory signal sequence to a lysosomal polypeptide with the expectation 
that the polypeptide would be secreted, as taught by the instant reference. 
The motivation would have been to secrete the polypeptide into the media 
where it could be more readily purified. The particular signal sequence used 
and the identity of the protein to be secreted are deemed to be design choi- 
ces and would have been obvious absent unexpected results. The pharmaceuti- 
cal carrier could be water or buffer and also would have been obvious. 

Claims 1-18 and 21-29 are rejected under 35 U.S.C. 103(a) as being un- 
patentable over Barash, et al . (4). The instant reference teaches the use of 
human placental secretory alkaline phosphatase (SEAP) with the natural signal 
peptide replaced with different secretory signal peptides. They found that 
the secretory signal peptides caused secretion of the SEAP as they had pre- 
dicted using a modeling system. The relative strength of the secretion is 
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shown in Table 2. At least erythropoietin and a-l-antitrypsin present in 
claim 3 are included in the list. 

It would have been obvious to one of ordinary skill in the art to fuse 
a secretory signal sequence to a lysosomal polypeptide with the expectation 
that the polypeptide would be secreted, as taught by the instant reference. 
The motivation would have been to secrete the polypeptide into the media 
where it could be more readily purified. The particular signal sequence used 
and the identity of the protein to be secreted are deemed to be design choi- 
ces and would have been obvious absent unexpected results. The pharmaceuti- 
cal carrier could be water or buffer and also would have been obvious. 

Chen, et al . (U) is cited as of interest in that it teaches the 
secretion of human a-galactosidase by Pichia clones but it does not teach 
that there is a secretory signal sequence linked to the enzyme gene. 

Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Charles L. Patterson, Jr., PhD, whose 
telephone number is 571-272-0936. The examiner can normally be reached on 
Monday - Friday from 7:30 to 4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapura Achutamurthy , can be reached on 571-272- 
0928. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status informa- 
tion for published applications may be obtained from either Private PAIR or 
Public PAIR. Status information for unpublished applications is available 



Application/Control Number: 10/761,530 Page 
Art Unit: 1652 

through Private PAIR only. For more information about the PAIR system, see 
http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217- 
9197 (toll-free) . j^/ 
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